o 



o 



AMENDMENT 
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REMARKS 

Initially, Applicants note that the Examiner has failed to 
acknowledge Applicants' claim to priority and receipt of the 
certified copies of the priority document. 

Hence, Applicants hereby request that the Examiner 
acknowledge Applicants' claim to priority and receipt of the 
certified copy of the priority document, which was filed on 
January 24 , 2000 . 

Support for new Claims 40-50 can be found, inter alia, in 
cancelled Claims 22-24, 35 and 38-39, and in the examples and at 
page 5 of the present specification. 

In paragraph 2, on page 2 of the Office Action, the 
Examiner rejects Claims 22-24, 35 and 38-39 under 35 U.S.C. 
§ 112, first paragraph. 

Specifically, the Examiner states that while work by 
Applicants and the post- filing art teach methods of 
administration of Rp-8 -Br-cAMPS and Rp-8-Cl-cAMPS to purified 
T cells (and specifically to T cells from patients having AIDS, 
for instance) , and the resulting increase in proliferation of 
T cells in culture upon such administration, the specification 
and the art do not teach administration of such compounds to 
whole organisms for the therapeutic purposes claimed. Hence, 
the Examiner contends that undue experimentation is required to 
practice the present invention. 

For the following reasons, Applicants respectfully traverse 
the Examiner's rejection. 

Applicants submit herewith the Declaration of 
Kjetil Tasken. This Declaration clearly demonstrates that the 
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claimed compositions work as taught in the present invention, 
i.e., such are useful for treating immunosuppressive diseases. 
In the Declaration, MAIDS mice, which have an immunosuppressive 
disorder, were used and found to exhibit enhanced T cell 
function upon treatment with a claimed cAMPS antagonist. These 
results clearly show in vivo effects. Further, the MAIDS mouse 
animal model is well-known to correlate to effects in humans and 
other animals. The Declaration also provides relevant in vitro 
results for other cAMP antagonists, and demonstrates that the 
claimed effect is found for the general class of compounds which 
are cAMP antagonists. 

The Examiner is requested to note that new Claim 45 (which 
substantially corresponds to cancelled Claim 38) does not refer 
to any specific disease, and thus the rejection is clearly 
improper with respect to the same. 

Accordingly, Applicants respectfully submit that the claims 
are enabled by the present specification, and thus request 
withdrawal of the Examiner's rejection. 

In paragraph 4, on page 6 of the Office Action, the 
Examiner rejects Claims 22-24 and 35 under 35 U.S.C. § 102(b) as 
being anticipated by Gjertsen et al . 

Specifically, the Examiner states that Gjertsen et al 
teaches a composition comprising a cAMP antagonist, such as a 
thio-substituted cAMP analog, e.g., Rp-8-Br-cAMPS and 
Rp-8-Cl-cAMPS. 

For the following reasons, Applicants respectfully traverse 
the Examiner's rejection. 
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Gjertsen et al discloses compositions containing 
Rp-8-Br-cAMPS and Rp-8-Cl-cAMPS only for use in in vitro 
experiments. Thus, the compositions of Gjertsen et al are not 
"pharmaceutical" compositions, as claimed in the present 
application. That is, a pharmaceutical composition must be one 
which is at least suitable for use in a clinical setting. 
Gjertsen et al does not teach or suggest such a composition. 

More specifically, on page 20600, Gjertsen et al teaches 
that the antagonist was obtained from BIOLOG Life Science 
Institute. Applicants have contacted this company and have 
confirmed that the compounds they supply are not suitable for 
pharmaceutical administration (see the attached Declaration of 
Hans-Gottfried Genieger) . 

Accordingly, Applicants respectfully submit that the 
present invention is not taught or suggested in Gjertsen et al, 
and thus request withdrawal of the Examiner's rejection. 

Finally, attached to the Office Action is a Notice or 
Draf tsperson' s Patent Drawing Review wherein the draftsperson 
objects to the drawings filed October 18, 1999, and requests 
that formal drawings be submitted. 

Once allowable subject matter has been indicated by the 
Examiner, Applicants will file formal drawings in order to 
obviate the objections. 

In view of the cancellation of Claims 22-24, 35 and 38-39, 
the addition of new Claims 40-50 and the arguments set forth 
above, reexamination, reconsideration and allowance are 
respectfully requested. 
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The Examiner is invited to contact the undersigned at his 
Washington telephone number on any questions which might arise. 



SUGHRUE MION, PLLC 

2100 Pennsylvania Avenue, N.W. 
Washington, D.C. 20037 
Telephone: (202) 293-7060 
Facsimile: (202) 293-7860 

Date: June 19, 2 002 
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APPENDIX 

Marked-up Version of Changes 

IN THE CLAIMS : 

Claims 22-24, 35 and 38-39 are being cancelled. 
New Claims 40-50 are being added. 
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Kans-GaLcCriea candle** a ssssaaB Gifcassa ©£• SSO&OS Ed£© Sois^ce 
3^stitutfc, feara.rr*h fcaboratory tmd* EioclV^micaJ-^r. P.O.B, 107135, 
26071 Bresian, Germany dacl^a &p Collotfci.e 

•1, I am CEO oqd Oenerei Wan&ger of BIOLOG Qnbs:. X have baan 
a$k^d to cumite ur, on fcho £or«* In which our c oe n pa \aadfl Rg-fi-te:r~ 
3£KPS ami Rp-e-CL»-cASi£S were mippled to ^arsatigatocs , gor GStaEple 
fiiu the studies' published By Gjertseai at *a (£T- Siol- Che*-, 1955, 

;j 

SliA eotnpoviiijds w^xe poppliad'Ofl pure chemical purity) 
Xj^philipad £n araall quantities Specifically, no fit lag or buixer 

adflea aud m gh&rma.ceufeteal eespwitioa W6LS ti&da./ She 
e^nrpouiidp -vyem a£t produced wader @fF-3tas£ard a«4 thus cwreate 
ts^aee amount of other ehsmieals and aro fcharof o:re not suitable fo? 

vim use. As a oonsague^tffc Otis gro^ggts az"B "labelled 
irtiaearctL purposes only* arid °int:fi&<ssa o$jy 2&xr ia vicro and aaa- 
Sw^meji in vivo laboratory applieatiao8 n , Qisas eea^erwidp'coia by iw 
a^e fchoreCgyg not plumps ceufcleai cee^osisiesia - 

r • . 

3 J I further declULre t^iac all sfcttteinsncBr raids h*ri:Ln -og ifljr o^m 
kflo^ledge are tme> ant3 that all statements mid© cn information and 
belief axe belierrod Co fee fcruo, nnri tfa$t these statements tf&rw jwde 
vjjth the knovledgw that tfilfta f alee grtatticoeaM and the like eo 
a^dfl art punishable by tixm or imprisonment, or both,' undra- faction 
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XDOA of Titls 16 of the USiitca Btafcafi Codes- and that micb wilful 
tpl&B eta^efceate «ay. Jnopnrfiw tht* -v^Udicy of cbas application, ami 
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RECEIVED 
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TECH CENlER 1 600/2900 



yaETi-ington, D.C. 



20231 



Kjecil TaskSn, a Horv^giau citisen of Bergersletta 20, K-1343 
RVkkimi, Nor&^ay declare follows: 



I am an Lnvencor an the present application. I have 
qbndudced eaq?Brimeiits in laboratory to demons t rate , the efficacy! 
Q - caMP antagonists in treating iataunosuppressive disorders. Ehe : 
e^pezd-ments $?hieh have been conducted are doaCfcibed in the 
^llowin^ paragraphs. 



The following 1 experiment was coaqSudted to determine the | 
h io - di e t ribu t ion of Bp=8-Br-cAMPS in the tissues of animals 
4 J Hwing subcutaneous administration. 

Rp-B-Br-o&M&S soclitoa salt and Sp-6-Br-cft*4PS free acid were 
Ijj'ophilised, prepared as powter and packed to pallets of 30 eg, 
filets *ere iniplauted subcutaneouply in healthy mice (CONTROL) and 
mfc.ce 12 weeks post-infection with the murine retrovirus Rad-LS thai 
produces murine acquired immunodeficiency syndrome (tffilDS) - Ibe 
trtf.ce vers viable, tolerated the procedure and treatment trail and a»- 
l4cal or syefcoudc toxic effects were observed. After one week, mice 
*>e?re sacrificed and liver, spleen, lymph nodeg and blood plasma wag 
obtained for assessment of the eotictotratioa of the cot^ouhA in 
tiiose sample^. 



4 



Suitable sample preparation and EPLC methods were developed 
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or quantitative detennination of Sp-8-Br-cAMPS ia mice tissues and 
£exum saqnples to allow evaluation of drug concentrations of in vivo 
experiment b (BioLog GmbH, Bremen, Germany} - Calibrations vers 
performed with Rp-B-Br-eAMPS and B-Br-cAMP. Both cosapounds gave 
Sufficient linearity in the range between 0 ng/raL and 1000 ng/m&* 

Each mice sample (lOOOfO-) was transferred into a borosilicate 
ttjicxo mortar follored by addition of 250 tfater, AJEFex man u al 
jo&ogenl sation azxd addition of 750 water the resulting 
suspension was transferred into 1,5 mL sarstedt* tubes with screw 
caps. After a tpiaittcum period of 4 hours at ^-TO^C all samples ^eare 
f reeze-dried in a Speed-Vac undesr oil-putoj? vacuum overnight, The 
£reeze-dried material was suspe&ded in 1000 pi* WeOH/E^O (1 = 1? v- ; v) 
^nd placed for 15 minutes in an ultrasonic bath, followed by 
esntrifugation for 15 minutes <B£raeus f Biofugeprimo,- 13000 rpm) . 
Q.85 wL of tl ie supernatant was loaded onto axi anibn exchaxigw SPfi 
partridge (Chromafix 400mg SB / Art-BTr, = 731835 / ^chery-tfugal ) , 
y ashed twice with 2 Wfc of tjrat^r and then eluted with 1 mL 0,6 M 
SaCl. The resulting solution was used directly for SPLC analysis - 
^Dr cotqplete loading 300 i£U of the solution ras applied to the 200 
ff.lt sgipple loop. This volume produced reproducible data dnrin0 
Calibration of the HPJjC method. 

^, The results axe shown in Table 1 which appears in Annex 1- 
*?ae values given for the Fp-8«Br-eAMPB concentrations are the mean 
pE duplicate or triplicate spiiC analyses, As is evident from the 
4pta, both formulations delivered die compound to plasma and 
S^Levajit tissues such as spleen and lymph nodes. 

i 

7* The therapeutic effect of in vivo treatment of MMDS mice 
wjith Rp-S-Br-cAMPS was also investigated, 

9- OBmotic pumpjs (Alzet, 100 f*l) vith Sp-8-Br-cAMPS dissolved in 

(release rate of 0-7 mg/ animal /day) or JfcGjsphate .buffered 
s aline (pbs) were implanted sosbcutaneously on smiDS mice (14 weeks 
pi&t infection) and healthy pdce for days- infected and healthy 
mLce were treated with 30 mg/fcg/day Bp-8-Br-cAM£S„ juo toxic effect 
q i the confound was observed- 
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Subsequently, T cell proliferative responses were assessed in 
fatzv in a Sxiaced population of uneorted lymph node mononuclear 
<:ells from animal p treated with £p - B -Br- cAMPS ar>H animal p that 
Received &BS, by [^H] -thymidine incorporation. 5? cell, activation was 
p.ccompliehed in all samples by czobb*- ligation of anti-CD3 (m&b 
SjCll; 4 jig/ml) . Cells vexe cultured for 72 h during which 
3 H1 -thymidixje was i n cluded for the last <& hours - 

JO, Figure l, which is presented in Annex 2/ shosfs the effect of 
£n T^vq treatment with Ep-B-Br-c&MPS on T cell irorane function of 
Cells from soiee with nwxine acquired iuromndef icie^cy syndrome 
(MAJPS) . Mean values 4 standard error o£ frh < ? mean (s.e.vu) fro© 
^ach group ie shown (n^3-5) , 

i 

i 

Figure 1 shows that when T cell itrgmrtif* function wae apseapetf 
£1 crude lytnpfa node cells from treated and control (BBS) - treated 
infected mice after 2 tfeeke of treatment/ wbareae PBS-fcreated, 
ij if acted s&i»als had anti-CD3 induced proliferation in the ra&ge of 
3 30 cpm, infected mice that 'received Ep-8-Br-c&MPS for 14 days faad 
Tf cell imnmsie responses to &nti=CD3 that were increased more than 
3j -fold. Thus, treatment with Rp-fi-Br^eftJSPS increased anti-CD3 
stimulated proliferation of cells from MAIDS mice compared ro that 
o<: MAIDS mice that received SBS and brought the level of imname 
suspense to levels aoTLpaxable to those of cells from healthy mice 
that received pumps with FBS„ 



The above described eacperimeuts ape tsstanient; to the in vivo 
of c&MPS antagonists on T cells and illustrate that ±n vivo 
ministration estfjances T cell immune function Of itiffnunosuppreeped 
Based on this animal model it is opinion that similar 
ement of T coll function 'Which is iOTunasuppraBped in other" 
including humans , could be expected. 



effects 

afi 

animals , 
e^hano 
ajiiraale, 



IS- I have also conducted further eaeperimeuts to confirm that 
eijnLilar effects may be expected when upipg other cAMps! antagonists* 
.cflpIP antagonists were tested on human T eellfi ex vivo for their 
ability to reverse the inhibitory effect o£ a fi*ed dose of cRMP 
agjonist (which mimics the situation in HIV T cells) on T cell 
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fuxxctipa. The potency of the compounds relative to 

^laty to re WSe Pinion of T ceXl function. ^ S e result 
t*us xndicate that t ceil activation i P observed for the c*£T 
aatagono.se cla^s of confounds a*d thu* si^la^ ef f ectB t0 
descried above for Rp-8-Bx-cSMPg n*y be expected i* 

M- I further declare that all statements tna^TW* of » „» 

wxth the Pledge that wilful false stat^t* and the like SQ 

aro punishable by fi*e or i^risonaant. or both, ^ex «L±pn 

t T lE " ° f "* Uaited ^ J£T 

ant If T ^ J-***" ^ * the application ^ 

any patent issuing thereon. ^ 




Kjetil Tdslcen 



Date 
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RECEIVED 

3- : BiodiBtribucion of Ep-8-Br-eMaps a£tar pubcutaneou^JUN 2 6 2002 
.dadjiistraticai 

TECH CENTER 1600/2900 



p S KSCS/Bp- 8 -te-e&MPg (free Acid) 



concentration 



420 ng/s 



750 ng/g 



280 ag/g 



3.40 ng/mL 



0,341 f anol/kg- 



3-/681 /anol/fcg 



0,314 /miol/J. 



OGWrROL MXCE/gp»a^Br"C3^KP5 (£xr&a Acid) 



320 ng/g 



8G0 ng/g 



34 □ ng/g 



50 nsr/ralp 



conrmtratloa 



0,717 pmol/fcg 



1,327 /anol/kg 



0,S3B ^cnol/kg 



0,112 /xmol/3. 



c aaraoL/^p - e -Br- g&sgg {sodium pait) 



so ng/g 



SO ng/g 



n.d^(&Qt detectable) 



0,112 pool/kg 



0,09 /ZtDQl/^g 



50 ag/mti 



0,202 fimol/L 




il 
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3£BL£_a Ability of cAMF antagonists to ijqprove impaired T cell 



function ±xx vicro 



- S -Br-taonobutyryl - CAMPS 



Q-78 



0.52 



